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chain nodes : 
13 14 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 16 17 18 19 
chain bonds : 
2-13 5-9 13-14 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 16-17 16-19 
17-18 18-19 
exact/norm bonds : 

1-2 1-6 2-3 2-13 3-4 4-5 5-6 5-9 7-8 7-12 8-9 9-10 10-11 11-12 13-14 
16-17 16-19 17-18 18-19 
isolated ring systems : 
containing 1:7: 
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LI STRUCTURE UPLOADED 

=> s 11 

SAMPLE SEARCH INITIATED 14:03:51 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 18 02 TO ITERATE 

100.0% PROCESSED 1802 ITERATIONS 1 ANSWERS 

SEARCH TIME: 0 0.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 
BATCH **COMPLETE** 
PROJECTED ITERATIONS: 33494 TO 38586 

PROJECTED ANSWERS: 1 TO 8 0 

L2 1 SEA SSS SAM LI 

=> s 11 sss full 

FULL SEARCH INITIATED 14:03:57 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 3 40 77 TO ITERATE 

100.0% PROCESSED 34077 ITERATIONS 22 ANSWERS 

SEARCH TIME: 0 0.00.01 

L3 22 SEA SSS FUL LI 

=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 172.10 172.31 

FILE 'CAPLUS' ENTERED AT 14:04:02 ON 26 DEC 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 26 Dec 2007 VOL 147 ISS 26 
FILE LAST UPDATED: 25 Dec 2007 ( 2 0 0 71225/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : / /www. cas . org/ inf opolicy . html 

=> s 13 

L4 1 L3 
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=> d 14 bib abs hitstr 

L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2004:550949 CAPLUS 
DN 141:106497 

TI Preparation of substituted l-piperidin-4-yl-4-azetidin-3-yl-piperazine 

derivatives and their use as neurokinin antagonists 
IN Janssens, Frans Eduard; Sommen, Francois Maria; De Boeck, Benoit Christian 

Albert Ghislain; Leenaerts, Joseph Elisabeth 
PA Janssen Pharmaceutica N.V., Belg. 
SO PCT Int. Appl., 52 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 
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WO 2003-EP51042 W 20031217 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Q = O or NR3 ; X = covalent bond, -0-, -S-, or -NR3 ; Rl 
independently = Arl, Arl-alkyl, and di (Ar 1 ) -alkyl ; R2 = Ar2, Ar2-alkyl, 
di (Ar2) -alkyl Hetl, Hetl-alkyl; R3 independently = H or alkyl; Y = 
covalent bond, -CO-, -S02-, >C:CHR or >C:NR, wherein R = H, CN or N02; M 
independently = covalent bond, (un) substituted-alkyl, - (un) saturated 
carbocycle; L = H, alkyloxy, Ar3oxy, alkylamine, etc.; Arl = 
(un) substituted phenyl; Ar2 = (un) substituted naphthalenyl or Ph with 
substituent ( s ) selected from halo, alkyl, CN, aminocarbonyl , and alkyloxy; 
Ar3 = (un) substituted naphthalenyl or Ph with substituent ( s ) selected from 
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halo, alkyl, CN, amino, alkyloxy, OH, pyridinyl, etc.; Hetl = monocyclic 
heterocyclic radical selected from pyrrolyl, pyrazolyl, imidazolyl, 
furanyl, etc.; m = 1 or 2 provided that if m = 2, then n = 1; n = 0-2; p = 
1-2; q = 0-1] and their pharmaceutically acceptable salts having 
neurokinin antagonistic activity, in particular NK1 antagonistic activity 
and NK1/NK3- antagonistic activity, their preparation, compns. comprising them 
and their use as a medicine, in particular for the treatment of 
schizophrenia, emesis, anxiety, depression, irritable bowel syndrome 
(IBS), circadian rhythm disturbances, pain, neurogenic inflammation, 
asthma, micturition disorders such as urinary incontinence and nociception 
are disclosed. Thus, e.g., II was prepared by reaction of 
(2R-trans) -1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl ) -4- ( 1- 
piperazinyl ) piperidine (preparation given) with 1- (diphenylmethyl ) -3-azetidinyl 
methanesulf onate . For selected compds . of the invention, receptor binding 
pIC50 values for h-NKl were in a range from 6.69-8.13. In view of their 
capability to antagonize the actions of tachykinins by blocking the 
neurokinin receptors, and in particular antagonizing the actions of 
substance P by blocking the NK receptors, the compds. according to the 
invention are useful as a medicine, in particular in the prophylactic and 
therapeutic treatment of tachykinin mediated conditions, such as, for 
instance CNS disorders, in particular depression, anxiety disorders, 
stress-related disorders, sleep disorders, cognitive disorders, 
personality disorders, schizoaffective disorders, eating disorders, 
neurodegenerative diseases, addiction disorders, mood disorders, sexual 
dysfunction, pain and other CNS related conditions ; inflammation ; 
allergic disorders ; emesis ; gastrointestinal disorders, in particular 
irritable bowel syndrome (IBS); skin disorders ; vasospastic diseases ; 
fibrosing and collagen diseases ; disorders related to immune enhancement 
or suppression and rheumatic diseases and body weight control. 
IT 718637-71-9P 718637-72-0P 718637-73-1P 
718637-74-2P 718637-75-3P 718637-76-4P 
718637-77-5P 718637-78-6P 718637-79-7P 
718637-80-0P 718637-81-1P 718637-82-2P 
718637-83-3P 718637-84-4P 718637-85-5P 
718637-86-6P 718637-87-7P 718637-88-8P 
718637-89-9P 718637-90-2P 718637-91-3P 
718637-92-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(stereoselective preparation of piper idinylazetidinylpiperazines with 
tachykinin antagonist activity) 
RN 718637-71-9 CAPLUS 

CN Piperidine, 1- [3 , 5-bis (trif luoromethyl) benzoyl] -4- [ 4- [ 1- (diphenylmethyl ) -3- 
azetidinyl] -1-piperazinyl] -2- (phenylmethyl) -, (2R,4S)- (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
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Ph 



J 



M 




CF3 



CF 3 



/ 
Ph2CH 



RN 718637-72-0 CAPLUS 

CN Piperidine, 4- [4- (3-azetidinyl) -1-piperazinyl] -1- [3, 5- 

bis (trifluoromethyl) benzoyl] -2- (phenylmethyl ) -, (2R,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 718637-73-1 CAPLUS 

CN Piperidine, 4- [4- ( l-benzoyl-3-azetidinyl ) -1-piperazinyl ] -1- [3, 5- 

bis (trifluoromethyl) benzoyl] -2- (phenylmethyl)-, (2R,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Ph 




RN 718637-74-2 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl ) -4- [4- (1- 
pyrazinyl-3-azetidinyl)-l-piperazinyl]-, (2R,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 718637-75-3 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl) -4- [4- [1- 
(3-thienylcarbonyl) -3-azetidinyl] -1-piperazinyl] -, (2R,4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Ph \ 




0 



RN 718637-76-4 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl ) -4- [4- [1- 
(2-thienylsulfonyl) -3-azetidinyl] -1-piperazinyl] -, (2R, 4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 0 




Ph 



RN 718637-77-5 CAPLUS 

CN Piperidine, 1- [3, 5-bis ( trif luoromethyl ) benzoyl ] -2- (phenylmethyl ) -4- [4- [1- 
[ [ (3R) -tetrahydro-3-furanyl] carbonyl] -3-azetidinyl] -1-piperazinyl] -, 
(2R,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph \ 




0 



RN 718637-78-6 CAPLUS 

CN Piper idine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -4- [4- [1- (2, 2-dimethyl-l- 
oxopropyl) -3-azetidinyl ] -1 -piper azinyl ] -2- (phenylmethyl ) -, (2R, 4S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



t-Bu. 




0 



RN 718637-79-7 CAPLUS 

CN Piper idine, 1- [3 , 5-bis ( trif luoromethyl ) benzoyl ] -4- [ 4- [ 1- ( 2-chlorobenzoyl ) - 
3-azetidinyl] -1-piperazinyl] -2- (phenylmethyl) -, (2R,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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CI 



RN 718637-80-0 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -4- [4- [1- ( 3-cyanobenzoyl ) -3- 
azetidinyl] -1-piperazinyl ] -2- (phenylmethyl ) -, (2R,4S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 718637-81-1 CAPLUS 

CN Piperidine, 1- [3, 5-bis ( trif luoromethyl ) benzoyl ] -4- [4- [1- (3, 4- 

dif luorobenzoyl ) -3-azetidinyl ] -1-piperazinyl] -2- (phenylmethyl) -, (2R, 4S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 



RN 718637-82-2 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl ) -4- [4- [1- 
(3-pyridinylcarbonyl)-3-azetidinyl]-l-piperazinyl]-, (2R, 4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




0 



RN 718637-83-3 CAPLUS 

CN Piperidine, 1- [3, 5-bis ( trif luoromethyl ) benzoyl ] -2- (phenylmethyl ) -4- [4- [1- 
(pyrazinylcarbonyl)-3-azetidinyl]-l-piperazinyl]-, (2R,4S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Page 10 



10/540304 



if 





CF3 



0 



RN 718637-84-4 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 2- [ [3- [4- [ ( 2R, 4S) -1- [3, 5- 

bis (trif luoromethyl ) benzoyl] -2- (phenylmethyl ) -4-piper idinyl ] -1- 
piperazinyl ] -1-azetidinyl ] carbonyl] -, 1 , 1-dimethylethyl ester, (2S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 
CK .OBu-t 



RN 718637-85-5 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 2- [ [3- [4- [ (2R, 4S) -1- [3, 5- 

bis (trif luoromethyl ) benzoyl] -2- (phenylmethyl) -4-piperidinyl ] -1- 
piperazinyl ] -1-azetidinyl ] carbonyl] -, 1 , 1-dimethylethyl ester, (2R)- (CA 
INDEX NAME) 

Absolute stereochemistry. 





Ph 
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CK .OBu-t 




ph 



RN 718637-86-6 CAPLUS 

CN Piper idine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -4- [4- [1- [ (1, 3-dimethyl-lH- 
pyrazol-5-yl ) carbonyl] -3-azetidinyl ] -1-piperazinyl ] -2- (phenylmethyl ) -, 
(2R,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Me o 




RN 718637-87-7 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -2- (phenylmethyl) -4- [4- [1- 
[ [ (3S) -tetrahydro-3-furanyl] carbonyl ] -3-azetidinyl ] -1-piperazinyl] -, 
(2R,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 718637-88-8 CAPLUS 

CN Piperidine, 1- [ 3 , 5-bis ( trif luoromethyl ) benzoyl ] -4- [ 4- [ 1- (3- 

f uranylcarbonyl ) -3-azetidinyl ] -1-piperazinyl] -2- (phenylmethyl ) -, (2R, 4S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 718637-89-9 CAPLUS 

CN Piperidine, 1- [3, 5-bis ( trif luoromethyl ) benzoyl ] -4- [4- [1- [ (4-methyl-l, 2,3- 
thiadiazol-5-yl ) carbonyl] -3-azetidinyl] -1-piperazinyl] -2- (phenylmethyl) -, 
(2R,4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 718637-90-2 CAPLUS 

CN Piperidine, 1- [ 3 , 5-bis ( trif luoromethyl ) benzoyl ] -4- [ 4- [ 1- 

(cyclopropylcarbonyl) -3-azetidinyl ] -1-piperazinyl ] -2- (phenylmethyl ) -, 
(2R,4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 718637-91-3 CAPLUS 

CN Piperidine, 1- [3, 5-bis (trif luoromethyl) benzoyl] -4- [4- [1- (l-oxo-2- 

phenylpropyl ) -3-azetidinyl] -1-piperazinyl] -2- (phenylmethyl) -, (2R, 4S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 718637-92-4 CAPLUS 

CN Carbamic acid, [ 2- [ 3- [ 4- [ ( 2R, 4S ) -1- [ 3 , 5-bis ( tr if luoromethyl ) benzoyl ] -2- 

(phenylmethyl ) -4-piperidinyl ] -1-piperazinyl ] -1-azetidinyl ] -1, l-dimethyl-2- 
oxoethyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> file caold 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
5.74 

SINCE FILE 
ENTRY 
-0.78 



TOTAL 
SESSION 



TOTAL 
SESSION 
-0.78 
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FILE 'CAOLD' ENTERED AT 14:04:21 ON 26 DEC 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 



=> file chemcats 
COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 



TOTAL 
SESSION 
178.50 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE TOTAL 
ENTRY SESSION 
0.00 -0.78 



FILE 'CHEMCATS' ENTERED AT 14:04:28 ON 26 DEC 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 



FILE LAST UPDATED 22 DECEMBER 2007 ( 2 0 0 71222 /UP ) 

For details on recent updates in CHEMCATS, enter NEWS FILE at an arrow 
prompt. For the list of suppliers currently in the file, enter 
HELP SPA, HELP SPB, HELP SPC, HELP SPDH, HELP SPIN, HELP SPOP, and 
HELP SPQZ. For the list of current catalogs, enter HELP CTA, HELP 
CTB, HELP CTC, HELP CTDH, HELP CTIN, HELP CTOP, and HELP CTQZ . 

This database is provided on an "as is" basis. Please consult the 
suppliers for current information regarding pricing, regional 
availability, available quantities, purities, etc. THERE ARE NO 
WARRANTIES OF ANY KIND, EITHER EXPRESSED OR IMPLIED. ACS is not 
liable for any loss of profit, goodwill or any other damages arising 
out of the use of this database. 

CHEMCATS now contains more than 17 million records. See HELP CONTENT 
and NEWS FILE for details. 
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=> log h 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
0.93 

SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
179.43 

TOTAL 
SESSION 
-0.78 



SESSION WILL BE HELD FOR 120 MINUTES 
STN INTERNATIONAL SESSION SUSPENDED AT 14:04:41 ON 26 DEC 2007 
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